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led to only sporadic deaths. In both the DXM and DXM + CA groups, cyst
numbers were increased, to a mean of 1285 and 548, respectively, vs. 130 in
infected non-treated mice. Is/m in the DXM (3.82) and DXM + CA (3.65)
groups were significantly lower (p < 0.0001) as compared to both infected
non-treated (12.9) and non-infected non-treated (7.78) mice. Likewise,
spleen cell counts were significantly (p < 0.05) reduced in both DXM
(1.18 x 107) and DXM + CA (1.55 x 107) groups compared to infected
nontreated mice (3.52 x 10\ Furthermore, while challenge with RH
tachyzoites killed all non-infected non-treated mice within 10 days, and
infected nOll-treated micc were partially immunised (4/6 survived 6 weeks),
all infected treated mice succumbed to acute toxoplasmosis within 4 days.
Condusions: This simple model of drug-induced reactivation of chronic
toxoplasmosis may provide a useful tool for in vivo studies of the pathoge-
netic mechanisms of T. gOlldij stage-conversion, as well as for the evaluation
of chemotherapeutics.
lMo01~ Specific human antibody response in trimera mice
immunized with antigen pulsed-dendrltlc cells
R. Kovjazin, N. Rachamim
XTL Biopharm, Rehovot, Israel
Objectives: The Trimera system enables the adoptive transfer of human
peripheral blood mononuclear cells (PBMC) into normal mice lethally
irradiated and radioprotected with SCID mouse bone marrow cells. This
system was described as a tool for developing high affinity, fully human
monoclonal antibodies and applied for the generation ofhuman monoclonal
antibodies specific to hepatitis B surface antigen (HBsAg). Our purpose was
to induce specific human immune responses by immunizing Trimera mice
with antigen (Ag) - pulsed dendritic cells (DC).
Methods: Antigens used for loading DC were Hepatitis B surface antigen
(HBsAg). complex HBsAg-specific human IgGI monoclonal antibody
(HBsAg-Ab). HCV envelope protein E2 and complex E2-specific human
IgGl monoclonal antibody (E2-Ab). Trimera mice were transplanted i.p
with PBMC from donors postive to HBsAg and to E2. Mice were
subsequently immunized with Ag-pulsed DC and boosted 4-5 days later.
Mice were bled 18 days after immunization and their sera were tested for the
presence of human specific antibodies by ELISA.
Results: Extremely high amplification of human antibody responses to
HBsAg (780-123000 fold) and to E2 (55-520 fold) was observed in DC
immunized mice as compared to the levels ofantibodies in the donors sera.
Condusions: These results demonstrate efficient antigen presentation by
human DC to autologous lymphocytes in vivo indicating that Ag-pulsed
DC could serve as powerful immunogens.
P:6 - Animal models
IMoP1551 Clinical eects of infections with bacterial filaments
and spheroplasts in neutropenic mice
]. Buijs', A. S. M. Dofferhoff'i" M. Moutonl,]. W. M. van der Meer2
ICanisius-Wilhelmilla Hospital; University Medical Celller, Nijmegen,
Netherlands
Objectives: Antibiotic-induced filament formation by Gram-negative bac-
teria may cause massive endotoxin-release with subsequent clinical deterior-
iation. However, clinical data on filament pathogenicity and growth
capacity lack.
Methods: We studied the effects of injections of E. coli ATCC 25922
filament-suspensions and spheroplasts in thigh muscles of 36 neutropenic
Swiss mice, compared to injections ofmorphologically unchanged bacteria.
Inocula were prepared by exposing an overnight culture to 0.5 x MIC
ceftazidime, 0.5 x MIC meropenem, or no antibiotic to obtain bacterial
filaments, spheroplasts and normal bacteria, respectively. After 4 hours of
incubation, inocula were washed with saline and injected into the left thigh
muscle. Murine survival was documented in 4 mice per group to a total of12
mice. The remaining 24 mice were sacrificed at 24 bours for histological and
bacteriological examinations and measurements of plasma and local endo-
toxin-levels.
Results: CFU levels in thigh muscle and spleen did not differ in the three
groups. Outgrowth in liver was significantly higher in controls (p = 0.(05).
Plasma endotoxin-concentrations tended to be higher in the filament-group,
compared to the spheroplast-group (p = 0.07). There was no difference in
survival between the groups. On histological examinations at 24 hours, no
ftlaments were found, only morphologically normal bacteria.
Conclusions: Bacterial filaments and spheroplasts are capable of regaining
normal bacterial growth. Filaments indeed seem to induce higher plasma
endotoxin-concentrations. Morphologically altered bacteria disseminate less
to liver than controls. They are still pathogenic, not only by their capability
of endotoxin liberation, but also by growth capacity.
IMoP156! First demonstration of in vivo antibiotic-induced
filament-formation
]. Buijsl, A. S. M. Dofferhoff,]. W. Mouton', B.]. Kullberg2,j. W. M.
van der Meer2
'Canisills-Wilhrlmi,ra Hospital; 2University Medical Center, Nijmegtn,
Netherlands
Objectives: 13-laetam-antibiotics are known for their ability to induce
morphological changes in Gram-negative bacteria, as a result of binding
to Penicillin-Binding Proteins (PBP). In vitro studies showed formation of
long filamentous bacteria after exposure to a PBP-3 binding antibiotic like
ceftazidime. Tbis was related to high endotoxin-concentrations, whicb
might be clinically disadvantageous. In spite of these observations, m-vivo
observations of filament-formation are lacking.
Methods: Twelve neutropenic Swiss mice were divided into two tF--0ups
receiving a suspension ofE. coli ATCC 25922, in a dosage of 1 x 10 CFUI
mouse intraperitoneally or intramuscular in the left thigh muscle, respec-
tively. Two hours after inoculation each animal received an injection of
ceftazidime 20 mgJkg. After 2 hours 3 animals ofeach group were sacrificed
for measurements ofbacterial outgrowth, histology and bacterial morphol-
ogy in liver. spleen, muscle and peritoneum. In addition, plasma endotoxins
were measured. After 4 hours the remaining 6 mice were sacrifieed for the
same measurements.
Results: Four hours after injection ofceftazidime, large filaments were seen
in HE-stained histological material of the thigh muscle. Shorter filaments
were seen intraperitoneally. With this technique it was not possible to
visualize bacteria in liver and spleen. Bacterial counts showed a significant
higher outgrowth ofCFU's in liver and spleen oftbe peritonitis-group.
Conclusions: Ceftazidime reduces formation of large filaments in vivo at
clinically relevant dose-levels. This phenomenon might have hazardous
effects on the host, by the possibility ofhigh endotoxin-release.
IMoP157! Treatment of experimental endocarditis due to
ceftrlaxone and penidllin-resistant Streptococcus pneumoniae
F. Lopez-Fornas, F. Martinez, A. Garcia, D. Roldan,]. Perez, D. Pascual,
A. GOmez,]. Ruiz, M. Valdes
Hospital Virgen de la A"ixaca, Murcia, Spain
Objectives: comparative study oftreatment with Penicillin, Trovafloxacin,
Ceftriaxone, Vancomicyn and Quinupristin-Dalfopristin in the Experimen-
tal Endocarditis in rabbits due to Ceftriaxone and Penicillin-Resistant
Streptococcus pnellmoniae serotype 19
Methods: the animals were treated with one of the following programs in
comparison witb a control group which did not receive treatment: Penicillin
G procaine (16 rabbits) 300.000 u/kg/12 him; TrovaBoxacin (31 rabbits) 13.3
mg/kg/12 h iv; Ceftriaxone (21 rabbits) 75 mg/kg/24 b iv; Vancomycin (15
rabbits) 20 mg/kg/12 h iv; Quinupristin-Dalfopristin (20 rabbits) 30 mg/Kgl
8 h im and control group (16 rabbits).
Results: AU the antibiotics used have been shown to be efficacy in reducing
the concentration of Streptococcus pneumolliae and increasing the level of
sterilization of the aortic vegetations. Vancomycin was tbe most efficient
drug in reducing bacterial level in the vegetations, it steriJizad 100% of the
animals. Quinupristin-Dalfopristin obtained, after Vancomycin, the greatest
reduction of the CFU/g of vegetation and managed to sterilized up to 85%
of the vegetations. Penicillin. at the dose used in our study, able to reach
blood concentrations levels of over 2 to 3 MIC, was shown to be an efficient
drug, it sterilizad 81 % of the vegetations.
Conclusions: Vancomycin and Quinupristin-Dalfopristin can be considered
valuable alternative to Penicillin in the treatment of these infectious.
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Conclusions: In vivo AMX was the most effective agent. The increase in
MICfMBC values affected less to AMX than FUR, and POD. AMX needed
lower time levels over MIC than the cephalosporins to be effective.
No.(%) ofanimals with ME+
Jog,oCFU
Group No. animals Bilateral Unila,eral Negative meanSD
Untrea,ed 15 15 (100) 0(0) 0(0) 3.82 (0.68)
AMX 15 0(0) 1(6.66) 14 (93.33) 0.60(0.03)
A/C 15 0(0) 0(0) 15 (100) 0.60(0)
Conclusions: AMX and A/C administered to achieve serum levels similar to
those obtained in humans with low doses were efficacious, clinically and
bacteriologically, in the treatment of AOM caused by a penicillin-resistant
(AMX-intermediate) S. pneumoniae. These results suggest that, despite the
high rate of penicillin-resistant pneumococcus in Spain, higher doses of
AMX or A/C may be unnecessary to treat up to 70% of pneumococcal
AOM in our country.
(POD) were used in a dose-ranging study lowering the dose from 50 mgt
kg (maximum suitable dose) to 25, 10,5 and 2.5 mg/kg with to animals/
dose. Oral treatment was initiated 1 h after inoculation and continued every
8 h up to 48 h. The MTD was defined as the minimal antibiotic dose
obtaining 100% survival in a 15-day follow-up period. Serum levels were
determined in 6 non-infected animals/dose along 150 minutes. Standard
killing curves were performed.
Results: The minimal concentration of antibiotic giving the maximal
bactericidal activity obtained by the killing kinetic in vitro, and the MTD
obtained it! vivo were lower for AMX than for FUR and POD.
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IMoP161! High Co-amoxidav (Ale) doses for otitis media? A
Gerbil model
F. Sorianol , A. Parra l , C. CenjorZ, E. Nietol , G. Garcia-Calvo l , M.J.
Gimenez3, 1. Aguilar3, C. Ponte l
IDept. Microbiol.; 20tolaryngology, F j. D{az; JSmithKline Beecham Pharm,
Madrid, Spain
Objectives: To evaluate the efficacy oflow AMX and A/C serum levels in
the treatment of AOM caused by a penicillin-resistant (MlC = 2 I-'g/ml)
Streptococus pneumoniae (serotype 23; MICfMBC = 1/21-'g/ml for AMX and
A/e) in a gerbil model.
Methods: Middle ear (ME) infection was induced in gerbils (IS animalsl
group) by bilateral transbullar challenge with 5 x 106 CFU ofS. pneu_iMl
ear. Antibiotic treatment (2.5 mg/Kg subcutaneously) was started 2 h post-
inoculation and conrinued every 8 h up to three doses. Therapeutic
evaluation was performed by assessing the otorrhea on the first day post-
inoculation, weight decrease, otoscopic results, number of ear positive
cultures and bacterial counting on day 2. Serum and ME antibiotic
concentrations were determined by bioassay.
Results: Higher body weight decrease and otorrhoea were found in
untreated animals that presented AOM (100% cases). Animals in treatment
groups presented otitis media with effusion: 83.3% ears in AMX group and
100% in A/C group. Bacteriological results are as follows:
IMoP1621 The eect of pravastatln on Chlamydia pneumonlae
infection and serum lipid metabolism In a murine model
1. Erkkila', T. Tiirolaz, M.]auhiainenz, M. Leinonen1, P. Saikku1
,National Public Health Institute, Ou/u; 2 Helsinki, Fin/and
Objectives: Among the used starins pravastatin has been shown to be most
effective in reducing cardiovascular disease risk in patients with increased
inflammatory markers. The aim of this study was to assess the effect of
pravastarin therapy on the viability of Chlamydia pneumoniae, a gramncga-
K. Sandstedt, A. Bergli;f, K. Lore, C. I. E. Smith
IMPI, Karolinska Institutet, Huddinge University Hospital, Huddinge, Sweden
Objectives: The course of mycoplasmal disease is highly dependent on the
immunological status of the host. Scid/beige mice intranasally infected with
Mycoplasma pulmonis, as a model for human mycoplasmosis, do not develop
respiratory pathology, but severe chronic arthritis. In order to study the
pathogenesis of this joint disease the presence of proinflanunatory cytokines
(TNF-a, IL-6) was investigated in tissue sections.
Methods: The joint tissue samples were fixed in 4% paraformaldehyde,
decalcified, embedded in paraffin and sectioned at 5 /Lm. Before staining the
epitopes were recovered using Target Retrieval Solution, DAKO. Immu-
nohistochemical staining was performed using primary antibodies (anti-
mouse TNF-a and IL-6, PharMingen) for detection of cytokine expression
at the protein level.
Results: Both IL-6 and TNF-a expression was detected in chondrocytes of
infected joints, while no expression was found in healthy cartilage. Further-
more, increased levels oflL-6 and TNF-a expressing cells were observed in
the bone marrow of the infected animals.
Conclusions: IL-6 and TNF-a seem to be involved in Mycoplasma induced
arthritis. Mycoplasma may affect the chondrocytes in the cartilage to an
increased inflammatory activity such as high production ofIL-6 and TNF-a.
These cytokines may in turn contribute to the accumulation of immuno-
competent cells such as granulocytes and macrophages in the joints. These
cells may affect the joint tissue and cause arthritis.
IMoP1581 Chondrocyte produced prolnflammatory cytoklnes
contribute to Mycoplasma Induced arthritis in immunodefident
hosts
IMoP1591 Functional activity of alveolar macrophages in the
development of bronchial mucosa protection against plague is
dependent on immunization route
G. Vasilieva, V. Kozlovsky, A. Kiseleva, E. Doroshenko, M. Mishankin
Research Plague Control Ins/iute, Rostov-on-Don, Russian Federation
Objectives: Functional activity ofalveolar macrophages (AM) after immu-
nization against plague by different routes was compared.
Method: AM were obtained from intact and immune guinea-pigs on 1,7,
14, 21 days after subcutaneous and aerogenic immunization with Yersinia
pestis EV. The expression ofla-antigens, Fc- and C3-receptors, frequency of
phagosome-lysosome fusion and microbicidal activity of these cells were
investigated. Animals were infected by aerogenic route with virulent strain
of Y. pestis for determination of a level of formed antiplague immunity.
Results: Our data demonstrate that subcutaneous immunization is accom-
panied by ambiguous influence on the function of AM. .on the one hand,
there is an intensification of the expression of la-antigens, Fc- and C3-
receptors and phagocytic activity, and on the, other hand - a decrease of the
frequency of phagosome-lysosome fusion and microbicidal activity. Aero-
genic immunization in contrast to subcutaneous vaccination causes valuable
activation ofthese cells and enhances the frequency ofphagosome-lysosome
fusion and killing activity of AM. Close correlation has been demonstrated
between alveolar macrophage microbicidal activity and guinea-pig resis-
tance to aerogenic infection with virulent strain of Y. pestis.
Conduslon: Our data demonstrate the advantage of aerogenic immuniza-
tion in formation of resistance to aerogenic infection.
IMoP160IAmoxiciliin vs oral cephalosporins in a
pneumococcal sepsis mice model
M. Alkona l , M.J. Gimenezz, M. MontesI, 1. AguilarZ, E. Perez-Trallero1
IC. Hosp. Donostia, S Sebastian; 2SmithKlit!e Beecham, Pharmaceuticals,
Madrid, Spain
Objectives: To evaluate the influence ofin vitro susceptibility parameters in
the Minimal Therapeutic Dose (MTD) of amoxicillin (AMX) vs oral
cephalosporins in a pneumococcal sepsis model.
Methods: To determine the oral antibiotic dose producing 100% survival of
immunocompetent female 18-20 g CD-l mice, animals were intraperito-
neally inoculated with 3 penicillin-resistant and one penicillin-sensitive
Streptococcus pneumoniae clinical strains using 10-100 x MLD (minimal
lethal dose producing 100% mortality in a 7-day period) in rrypticase soy
broth/adjuvant (0.5 ml). AMX, cefuroxime (FUR) and cefpodoxime
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tive bacterium linked to cardiovascular diseases, in mouse lungs. Also
possible changes in parameters involved in lipid metabolism due to infection,
and the effect of pravastatin on these, were measured.
Methods: 144 NIHfS female mice were inoculated intranasally with Chla-
mydia pneumoniae isolate Kajaani 7 at the age of 7 weeks. Daily pravastatin
therapy (0.5 mgfkg or 45 mg/kg, controls received 0.9% NaCl) was initiated
3 days prior to infcction. Lung samples for detection of viable chlamydia in
Vero cells, and sera for hepatic lipase (HL), lecitin-cholesterol aeyltransferase
(LeAT), triglyceride, phospholipid transfer protein (PLTP), and cholesterol
determinations were obtained at different time points.
Re5uIts: Pravastatin therapy decreased the amounts of infective chlamydia
rccovered from mouse lungs. HL and LeAT activities decreased due to
infection. The outcome ofVLDL-triglyceride peak was delayed by pravas-
tatin therapy. There were no changes in plasma PLTP activities or total
cholesterol levels.
Conclusions: Pravastatin had a dose dependent effect on the viability on
Chlamydia pneumoniae in mouse lungs. The smaller dose, which corresponds
to therapeutic dose. was more effective. Regarding lipid metabolism,
Chlamydia-induced decrease in LCAT activity suggests changes in HDL
metabolism and pravastatin seems to affect liver VLDL synthesis/secretion.
[MoP163! Activity of disinfectants against gram-negative
bacilli isolated from patients undergoing lung transplantation
for cystic fibrosis
]. D. Perry', G. Riley', S.Johnston1,]. H. Darkz, F. K. Gouldl
tDepartments of Microbiology; 2CardiothoriUic Transplantation, Freemall
Hospital, Newcastle upon Tylle, Ullited Kingdom
Objectives: The presence of multiply resistant Gram-negative bacteria in
the sputum at the time of lung transplant is associated with a greater
morbidity and mortality. As parenteral antibiotics are inactive against
many of thesc bacteria, topical disinfectants are used to decontaminate the
chest cavity during surgery. We evaluated the in-vitro activity of five
disinfectants used routinely against 40 clinical isolates from patients with
cystic fibrosis undergoing Lung transplantation.
Methods: 21 strains of Burkholderia cepacia and 19 ofPseudomorl4S aeruginosa
were studied. Each agent (Chlorhexidine, Taurolin, Povidone-iodine,
Noxy/lex and Tridosan) was prepared as a series of double-dilutions in
Isosensitest agar. Bacterial suspensions were inoculated using the multi-point
method at a final inoculum of 105 cfu/spot. Plates were incubated for 24
hours at 37°C and MIC's were interpreted visually. Some antibacterial
agents required the use of organic solvent for dissolution. As a control,
MIC's were performed for all organic solvents used in thc study.
Results: All agents had similar activity (MIC 0.001-0.00(3) with the
exception of Povidone-iodine (MIC 0.625) and Triclosan (MIC 256).
Conclusions: Povidone-iodine, frequently used as surgical irrigation, was
one ofthe least effective agents tested. Chlohexidene, although highly active,
may be innappropriate since it is de-natured by contact with proteinaceous
material. Our data suggests that Taurolin or Noxyftex would be the most
appropriate agent for this indication.
IMoP164! Evaluation of the pharmacodynamics of
amoxycillin/dawlanate (AMXlCA) against H. influenzae
V. Berry, C. Singley,]. Satterfield, G. Woodnutt
SmithKline Beecham Pharmaceutif:als, Upper Providtl/ce, PA, Ullited States
Objectives: A respiratory tract infection model in rats was used to evaluate
the pharmacodynamics of AMX/CA against infections caused by H.
influenzae.
Method: s/Results: Two different pharmacodynamic models were used, in
both, animals were infected intrabronchially with strains of H. influenzae
having varying susceptibility to AMX/CA and dosing commenced 24 h
post-infection. In the first study, oral therapy, 12.5-800 mgfkg/day admi-
nistered as divided doses every 4, 6, 8 or 12 h for 2 days was examined. T >
MIC was calculated for each dose/organism combination. Bacterial numbers
in the lungs of control animals increased by approximately 1-2log10 cfu
during the experimental period. The T > MIC for producing a static
response was approximately 25% of the dosing interval and for a maximal
reduction in bacterial numbers this figure was approximately 30-35%.
Efficacy correlated directly with T > MIC irrespective of tbe dosing
interv:l1. In a subsequent study. dosing to simulate concentrations obtained
in man after either tid (500/125 mg) or bid (875/125 mg) oral douge w~s
examined over a period ofthree days. AMX/CA at both doses simulated was
effective (p < 0.01) against organisms with an MIC of 4 mg/L or less and
similar reductions in bacterial numbers were obtained with both formula-
tions (p > 0.05).
Condusion: T > MIC ofAMXfCA correlated well with efficacy against H.
influenzae R TI. This was confirmed by simi1ar efficacy of ~ simulated tid
dosage regime compared with bid dosing. The magnitude of the PD
parameter to produce maximal effects was in general lower for H. influtllzae
than has been seen previously for other respiratory pathogens.
IMoPffiJ Comparative ecacy of piperadllln-tazobactam (Ptz)
versus imipenem-cllastatin (1m) in the treatment of experimental
peritonitis
]. Gavalda' , P. Lopezl, X. Gomis·, M. Alvarez]. MartinZ, C. Azuajel • B.
Almirante1,J. A. Capdevilal , C. P~raul, A. Pahissa1
'Hospital Vall d'H.bron, Barcelona; Wyett Lederle. Spain
Objective: The comparative efficacy of Ptz vs. 1m in the treatment of
peritonitis in humans is controversial. A significant decrease has been
demonstrated in the in vitro activity of 1m against B. fragilis at pH less
than 6.5. The aim ofthis study was to compare tbe antimicrobial activities of
1m and Ptz, at doses equivalent to 0.5 or 1 g ofIm and 4.5 g ofPtz in bumans,
in the treatment of experimental peritonitis in rats.
Methods: Peritonitis due to a mixed infection ofE. coli (ATCC 25922 MIC
Ptz 1 mg/ml; 1m 0.06 mg/ml) and B.fragilis (ATCC 23745 MIC Ptz 2 mg/
ml; 1m 0.25 mg/ml) was induced in Sprague-Dawley rats. In expanded
susceptibility studies, Ptz retained activity against both strains at pH 5.5 but
1m showed a marked loss of activity against B. fragilis (MIC 64 mg/mI).
Beginning 4 h after infection, treatment with 1m 20 mg/kg or 40 mgfkg sc
and Ptz 225 mg/kg iv was administered every 2 h for 5 days. Mean peak and
trough serum concentrations (mg/mI) were: 1m 20 mgfkg: 38.9/ < 0.7; 1m
40 mg/kg: 49.5/0.8; Ptz: 385/3.8. Animals were sacrificed 6 b after the last
dose ofantibiotic and abscesses were weighed and quantitatively cultured.
Results: Results were expressed as 10gl0 ofE. coli or B.fragilis/g of abscess.
Treatment group was compared with each of the other treatment groups
using Scheffe's test.
n dead/total wabscess B.lOli B·fr«giUis
Control 3/18 402.1 ± 297.4 7.3 ± 0.7 7.9 ± 0.4
1m 20 1/15 336.4 ± 183.3 4.2 ± 0.6* 3.7 ± 0.7*
1m 40 1/15 204.1 ± 216.9 3.2 ± 1.1* 2.8 ± 0.7*'
Ptz 1/15 227.3 ± 185 2.8 + 1.2*' 2.7 ± 0.9*1
*p < 0.05 vs Control;'p < 0.05 vs 1m 20 mg/kg
Piperacillin-tazobactam activity was similar to imipenem administered at
a dose that simulated I g in humans but higber than the simulated 0.5 g dose
in the treatment of experimental peritonitis in rats.
IMoP1661 Ecacy of ampicillin (A) plus ceftriaxone (C) and
gentamicin (6) in the treatment of experimental endocarditis
due to Enterococcus taeca/is (EF)
]. Gavalda. P. Lopez. M. Martin, B. Almirante,]. A. Capdevila, X.
Gomis, A. Pahissa
Hospital Vall d'H.bron, Barcelona, Spain
Aim: To compare the activity ofthis combination and also the combination
of A + C + G, to the treatment with A + G of experimental EF
endocarditis in rabbits.
Methods: MICs/MBCs to A, C, and G for E91 strain were 1/4.64/ > 256
and 32/128 mgfL respectively. Synergy was demonstrated by time-k.ill
curves for A + C at concentrations of 1 j.£g/ml of A and 10, 20 j.£g/mL of
C. 24 h. after the induction ofnon-thrombotic aortic valve endocarditis, 108
cfu ofE91 were injected by Lv. route. 24 h.later the animals were treated for
three days with either A, A + G, A + C or A + G + C, given with a
computer-controlled infusion pump system which simulates the human
serum kinetics ofeither A (2 gr/4 h iv), G (I mg/kg/8 h iv) or C (2 g/12 h Iv).
Mean peak and trough serum levels (p.g/ml) were: A; 86.4 an 4.3; C: 242.7
and 21.6; G: 4.4 and < 0.5. Animals were sacrificed 6 b after the end of
treatment and valve vegetations were quantitatively cultured. Results were
given as mean ± SO of log10 cfu/g of vegetation and compared by the
Scheffi: tcst.
Results
Treatment group n survivors/n total
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but not the colonization of the gut. So, it is important to study another
model that exhibit regulatory effect on intestinale colonization.
logto E91/g
IMoP167! Fluoroquinolones decrease locomotor activity in
rats
Renate Thiel, Stefanic Metzner, Christine Gericke, RalfStahlmann
Institutfiir Klinische Pharmakologie und Toxikologie, UKBF, Freie Universitiit
Berlin, Germatly
Objectives: Fluoroquinolones are reported to induce adverse CNS effects
during therapy in humans. We investigated whether these effects are
detectable in an animal model.
Methods: Juvenile and adult tats (11 per group) were treated orally for 5
consecutive days with 600 mg/kg oftrovafloxacin (Troy), fleroxacin (FIero)
or ofloxacin (Oflo), respectively. Locomotor activity was measured over 24
h-periods by light beam interruptions (LBI) simultaneously for the single-
caged animals.
Results: Locomotor activity ofjuvenile rats (Con = control) was signifi-
cantly depressed during treatment (*t-test, p < 0.05). Data are mean values
± sd (x 10) of LBI one day before (day I), during (days 2 to 6) and after
treatment (day 7). Effects in adult rats were similar, but not as pronounced as
in juveniles.
*p < .05 vs control; 'p < 0.05 vs ampicillin alone
Control
Ampicillin
A+G
A+C
A+C+G
15/18
13/16
11/14
II/IS
13/15
9.2 ± 0.4
6.9 ± 0.9*
5.7 ± 1.1*'
5.2 ± 0.5*'
5.1 ± 1.1*'
IMoP169! Colonisation and translocation of Bacteroides
tragilis and Clostridium perlringens in monoxenic mice and
analysis of the immune response
E. Singer, A. Yazourh, C. Mullii:, M. B. Romond, L. Dubreuil
Faculte de Pharmacie, Lille, France
Objectives: To compare implantation of Baeteroidesfragilis and Clostridium
perfrit.gens in ex-germ-free mice and to analyse the immune response of the
hosts to bacterial invasion.
Methods: Germ-free mice were inoculated with either B. fragilis or C.
perfrit.getls. Two mice were sacrificed 2 and 7 days post-inoculation. Bacteria
were counted in the digest tract and in Peyer patches, blood, kidneys. lungs.
liver and spleen. Inflammatory response was quantified by RT-PCR in the 4
latter organs.
Results: B. fragilis colonised the gut at a higher extent tban C. perfringens
within 2 and 7 days following inoculation and in the other organs within 2
days. In these organs, the level of dissemination of Clostridium was main-
tained after 7 days whereas Bacteroides was almost no more detected. Balance
between pro-(ILl, TNFa) and anti-(lL4) inflammatory eytokines was
observed in splet"l1, liver and kidneys. By contrast the response was only
pro-inflammatory in lungs with B. fragilis.
Condusion: B. fragilis colonised and disseminated in ex-germ-free mice
better than C. perfringens. But the clearance seemed to be more efficient for B.
fragilis. Immune response was independent from bacterial counts but more
specific to the strains and organs considered.
Day I Day2 Day3 Day 4 DayS Day 6 Day7
Can 75 ± 12 89±22 73 + 18 73 ± 18 86±1l 71 ± 12 68±22
0/10 70 ± 20 47 ± 20* 38 ± 10* 47 ± 8* 69 ± 17* 72 ± 30 70 ± 30
Trov 82 ± 18 57 ± 22* 49 ± 24* 48 ± 14* 49 ± 18* 46 ± 20* 66 ± 22
Fiero 76 ± 17 28 ± 6* 24 ± 5* 32 ± 6* 45 ± 8* 46 ± 10* 63 ± 14
Conclusions: Although the adverse CNS effects may differ from those
reported in humans, monitoring the locomotor activity in rats is a suitable
approach to detect possible CNS effects of fluoroquinolones in animals.
Data arc part ofthe doctoral thesis ofStefanie Metmer to be submitted to
the Faehbereich Humanmedizin, Frde Universitat Berlin. This study was
supported by a grant from the Deutsche Forschungsgemeinschaft (DFG).
IMoP16S1 Colonisation and translocation of Oostridium
perlringens on response to bifidobacterial cellfree whey intake
in dierent animal models
A. Yazourh, E. Singer, C. Mullie, M. B. Romond
Fatulte de Pharmacie, Lille, France
Objectives: To investigate the colonization and translocation ofClostridium
perfringens in 3 different animal models: monoxenic, dixenic (associated with
Bacillus) and trixenic mice (associated with Bacillus and Staphylococcus.)
Methods: Axenic, monoxenic and dixenic mice received either water, or a
cell-free whey from Bifidobacterium breve C7 or CSO. Six days after the
beginning ofadministration they were inoculated with C. perfringens. At 1,2
and 7 days after inoculation, two mice from each group were sacrificed.
Translocation and gut colonisation were srudied respectively in the organs
and in the different part of the gut.
Results: C. perfringens colonised the gut of the 3 groups of dixenic and
trixenic mice within 1 day and maintained after 7 days.
In contrast bacteria were not detected in all parts of the gut in monoxenic
mice who received ce))free whey from C50. At the second day, C. perfringens
was isolated in caecum and colon but not in the ileum. Contamination ofall
parts of the gut was observed at the 7 day. Further more, all the organs of
germfree mice colonized by C. perfringens were sterile within 24 h after
inoculation and during the period of administration of cellfree whey C50.
Blood was sterile 24 h following inoculation in different models and groups.
Conclusion: The adminisrration ofthe cellfree whey C50 before inoculation
of C. perfringrns in germfree mice inhibited the rranslocation in the organs
IMoP170' An approach to a -human-like- model of
tuberculosis: Local inoculation of LPS in lungs of Afycobad.edum
tuberculosis aerogenically infected mice Induces
intragranulomatous necrosis
P.J. Cardona', R. Llatjos2, S. Gordillo!, B. Viiiado',J. Diaz!, A. Ariza2,
V. Ausina'
tUnitat de Tuberculosi Experimental, Dpt ofMicrobiology; 2Pathology,
Hospital U. "Germans Trias i Pujol", Universitat Autonoma de Barcelona,
Catalonia, Spait'
Histopathological findings in murine model of tuberculosis are quite
different from those usually seen in humans, mostly because no intragranu-
lomatous necrosis or cavitation is detected in mice.
Objective: To improve the murine model of tuberculosis by using an easy
and reproducible method that enables a closer comparison with the histo-
pathology of human tuberculosis.
Method: ology: Female mice C57BI/6, 6 tweeks old, were infected using a
Exposure Inhalation System (Glas-Col Terre Haute, IN) that allowed the
inoculation of 10 to 20 bacilli in the lungs. Evolution of the infection was
monitored following the Colony Forming Units (CFU) in bronchoaIveolar
lavage (BAL) , lungs and spleens in groups of4 mice sacrificed through time
(until post-infection day 170). A high virulence strain (CL-511) of Myco-
bacterium tuberculosis was used. BAL samples were stained with the Giernsa
technique to identify cell types whereas hematoxylin-eosin, Ziehl-Neelsen
and Masson's trichrome techniques were used for histological analysis.
Detection TNF-a, IFN-')', TGF-11 and IL-4 mRNAs in lung was done by
R T-PCR and Southern blot techniques. Inoculation of25 /lg ofEscherichia
coli serotype 0111 ;B4 LPS on post-infection day 20 was carried out by using
two systems; aerosol and intranasal inoculation with the aid of the Exposure
Inhalation System and a micropipette. respectively.
Results: although almosr no differences were seen in eytokine mRNA
expression, high concenrrations of neurrophils were detected 24 hours
after the LPS challenge and inllagranulomatous necrosis was seen after 10
days.
Conclusion: The usefulness of this murine model of tuberculosis is further
confirmed by the present demonsrration that local inoculation of LPS in
lungs of M. tuberculosis aerogenically infected mice induces intragranulo-
matous necrosis.
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[MoP171! Peculiarities of MDR tuberculosis morphogenesis in
experiment
M. I. Dyusmikeeva, O. M. Zalutskaya, L. K. Surkova, H. L. Hurevich
Research Institute ofPrllmo"oloKY and PhthisioloKY, Mi"sk, Belarus
Correct organization of antituberculous programs and effective TB treat-
ment can't be performed without the understanding of morphogenesis and
main pathogenetic mechanisms of wild-spreading TB development, with-
out the study of mechanisms of interaction bctween macro- and micro-
organism.
The aim ofour experiment was to investigate the peculiarities of MDR
TB morphogenesis. 50 guinea pigs were infected by MDR and sensitive
MBT strains suspension via subcutaneous injection. Morphological changes
in lung, liver and spleen tissues were evaluated weekly from 1st to 6th week
of infection. We have observed that when guinea pigs were infected by
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ITu013! Molecular epidemiology of vancomydn-resistant
enterococci at a major teaching hospital in Korea
M. N. Kim, H. S. Seong, Y. W. Cho,]. S. Choi.]. S.Jeong. C. H. Pai
Asan Medical Celllr. Seoul. South Korea
Objectives: To determine the molecular epidemiology of vancomycin-
resistant enterococci (VRE) at our 2.000-bed university hospital. The data
should help to identify the extent ofstrain clonality and possible transmission
patterns ofVRE and to implement appropriate infection control measures.
Methods: Since 1997, all patient isolates of enterococci including those
isolates from surveillance cultures ofhigh-risk groups had been screened for
VRE using brain-heart infusion agar containing vancomycin; the resistance
genotype was determined by polymerase chain reaction; and molecular
strain typing was performed by pulsed-field gel electrophoresis (PFGE).
Results: From January 1997 through September 1999. VRE were isolated
from 114 patients. Of the 95 isolates available for the study. 62 were valIA
and 33 were va"C (19 vanCt a"d 14 va"C213); no vanB were detected.
Among 62 vanA genotypes were 54 E. faecium, 8 E. faecalis. PFGE of the
vanA isolates revealed that a118 E.faccalis and 40 of54 E.faccium had different
banding patterns and only 14 E. faecium were grouped into 6 clusters (A
group. 4 isolates; B. 2; C. 2: D. 2; E, 2; F. 2) ofrelated or identical genotypes.
Compared with vanC. the patients infected or colonized with the VRE of
vanA genotype were more likely (p < 0.(01) to have received vancomycin,
have been hospitalized for a longer period and have stayed in the Intensive-
Care Units.
Conclusion: The vanA strains isolated from this patient population are
polyclonal except small clusters of related or identical genotypes. There
was no evidence of clonal spread as a major factor in the establishment of
endemicity.
ITu0141 Possible transmission routes of a nosocomial strain of
Enterococcus faecium
A. Iversen l • I. KUhnI • E. Torelf. M. Rahmani. A. Franklin3• L. G.
Burman4, B. -M. Hoffman4• B. Olsson-Liljequist4, R. Mollbyl
IKarolinska Inslitllle, Stockholm; 2Akademiska Hospital. Uppsala; JSVA,
Uppsala; 4SIIDC. Stockholm, Swede"
Background: In a recent screening of E. faecium in 841 patients from 27
Swedish hospitals 15% ofthe patients. but only 3% of670 outpatients. were
found to be carriers ofampicillin/quinolone resistant E.faecium that seemed
to be ofa common clonal origin (here named AREl). (see Torell et al. this
meeting).
Objective: To investigate possible transmission routes of the AREI type.
Methods: Samples were collected from sewage (N = 57). hospital sewage
(N = 10). surface water (N = 30). pig farms (manure. soil. pig feed etc; N
= 230). and from broiler. pig. and cattle carcasses in slaughterhouses in
Sweden 2nd Denmark (N = 440). From each sample 8-24 colonies were
suhjeet to biochemical fingerprinting using the PhencPlateS system. MIC
sensitive MBT strains, tubercle inflammation in internal organs took place
by the end of the 2nd week ofinfection. However, the signs of tuberculous
process stabilization with the tendency to regression were appeared from the
3 d week of experiment. When guinea pigs were infected by MDR MBT
strains, tubercle inflammations in internal organs were appeared only by the
end of the 3 d week of infection with the tendency to progression.
Additionally, virulence of 15 sensitive and 41 MDR MBT strains was
studied. Guinea pigs were infected by MDR and sensitive MBT strains
suspension via subcutaneous injection. Virulence indexes were calculated as
describe Mitchison (1%1). It was found that MDR strains caused more
strong morphological changes led to guinea pigs death. But mean animal
survival time was longer for MDR strains than for sensitive strains, so final
mean virulence indexes don't differed significantly.
Thus, we have observed the differences in mechanisms of resistant and
sensitive TB morphogenesis.
for relevant antibiotics was also determined for isolates of the AREl-type
(VETMIC~.
Results: Out of altogether more than 6000 non-human isol2tes that were
subject to typing. only 65 showed similarity to the AREI type. These isolates
were mainly from hospital sewage (6% of352 hospital sewage isolates) and
from surface water (2.9% of589 isolates). but rarely from samples related to
animal production (0.4% of 1600 isolates).
Conclusions: The AREI type does not seem to enter the human population
or the hospitals via animal production. However. the higher prevalence in
hospital sewage and in surface water indicates a man to man transmission.
possibly also a transmission from humans to the environment via sewage
water.
ITuO151 Epidemiological analysis of methldllin-reslstant
Staphylococcus aureus strains isolated at a university hospital
by a combination of molecular methods
c. Bartzavali. G. O. Dimitracopoulos, I. Spiliopoulou
Department ofMicrobiology. School ofMedicine. University ofPalfas, Patras,
Greece
Objectives; Rapid and reliable methicil1in-resistant S. aureus (MRSA)
typing is of importance to access the relatedness of clinical isolates in a
teaching hospital and do implement appropriate infection control measures.
Materials-Methods: Twenty-seven MRSA strains collected during the
second semester of1998. from clinical specimens ofdifferent inpatients. were
analyzed by probing ClaI chromosomal DNA digests with mecA gene and
Tn554 transposon. and by randomly amplified plymorphic DNA (RAPD).
Genomic fingerprinting by Polymerase Chain Reaction (PCR) was per-
formed by the application ofRAPDl and RAPD7 primen in one reaction.
Results: By the hybridization assays the isolates were included into 3 groups
on the basis of their ClaI-mecA and ClaI-Tn554 patterns (mecA::Tn554).
Eleven stratus were characterized as 1Il'::KK, 10 isolates as X'::KK v..ith one
insertion of Tn554 and 6 MRSA as VII'::NH without insertion sites for
Tn554. All ClaI-mecA types in this Hospital are unique. Isolates of each
hybridization pattern were further discriminated by RAPD PCR into
groups: 8 strains of 1Il'::KK belonged to PCR pattern b and 3 isolates to
pattern a; the strains ofX'::KK were divided into patterns band c (5 strains
each); 5 isolates ofVII':: NH belonged to pattern c and 1 strain was classified
into group b.
Conclusions: The combination of two different DNA fingerprinting meth-
ods revealed groups of genetically homogeneous strains that are spre2d in
this University Hospital.
ITu016!lmpact of rising MRSA incidence on resource
consumption in a University Hospital
C. Ruef, C. Vanoli. H. Giger
U"iv Hosp Zurich, Switzerlalld
Objectives: Evaluation of the impact of a rise of MRSA incidence on
consumption of various resources in the University Hospital of Zurich.
